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WHITE, 



pH changes Th2, no indefiniteuess is imparted by these "pH" related phrases. 

The claims, of course, encompass any single amphetamine base salt, or mixtures thereof, 
chiral nonchiraU etc. Specific recitation in the specification and some claims of the "four 
amphetamine salts" in ADDERALL® referred to on page 4 of the specification is clearly not new 
matter since these are inherently incorporated by reference, e.g., in view of the passage at page 4, 
lines 15-17, e.g., from the package insert for ADDERALU". * re Hwhns, 486 F. 2d. 579, 179 
USPQ 163 (CCPA 1973). See the excerpt from the 1997 Physicians' Desk Reference. 

The amended language and the new claims are supported by the specification. For 
instance, support for the lag time ranges may be seen at page 13, line 17 and page 6, lines 4-6. 
See also, In re Werrhe,m, 541 F- 2d 247, 191 USPQ 90 (CCPA 1976) and In re Voss, 557 F. 2d. 
812 194 USPQ 267 (CCPA 1977), establishing that subranges subsumed by a given range have « 
written description by virtue of the given rauge^ Use of the term W in the claims 
clarifies that -amphetamine salt" does not have the broader meaning given at page 12, Unes 19- 
23 but means salts of amphetamine base (page 12, line 20). Effective durations (e.g., at least 8 
hours, for 12 hours) are supported at page 16, lines 1-8. The relationship between the plasma 
levels of the first and second doses is supported, e.g., in Figs. 1, 7 and 8. 

New independent claims 47, 57, 67 and 95 recite a feature relating to the plasma curve of 
Figure 7 reference to which is necessary for definition of the concept involved. (See MPEP § 
2173 05(s)) It is believed the applicability of the latter MPEP section was agreed to during the 
interview It is also believed this recitation in essence meets the Examiners' recommendation 
that the claims reflect highly conventional plasma profile definitional parameters such as C_ 
and AUC (area under the curve). Recitation of a profile inherently defines AUC and C, These K 
claims' references to ^substantially the same," are supported and interpreted by inherent 

reference to coiivemi^SnteaTemS^^ * ose of orcUmry SkiU m **' e *' " ^ 
in determining when plasma profiles are equivalent, taking into account dosage amounts. 

independent claim Incites, e.g., the features of a 2-6 hours lag time between two doses, 
a second release achieving a plasma level higher than that achieved previously by the first dose 
and a composition achieving an effective level for at least 8 hours without further admirustrauon. 
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It is believed these recitations achieve the Examiners' other recommendation that the claims 
reflect relative peak features such as the timing of each peak, the height of each peak and the 
durations involved. 

The Examiner alleges two bases for lack of enablement. It is respectfully submitted that 

both are untenable under U.S. law. 

First, patent specifications are presumptively enabling. In making an enablement 
rejection, it is incumbent upon the PTO to provide reasons or evidence to doubt the objective 
enablement of a patent specification or the accuracy of all statements made therein. In re 
Marzocchi, 439 F.2d 220, 169 USPQ 367 (CCPA 1971). No such reasons or evidence has been 
established or even alleged. Even if an unpredictable technology were involved, the Marzocchi 
principle still fully applies. In reAngstadi, 537 F.2d 498, 190 USPQ 214 (CCPA 1976). ^ 

As for the Examiner's first allegation, applicants' specification provides more than 
sufficient guidance for a skilled worker to routinely make the formulations of the claims, e.g., to 
achieve the features recited in the claims, such as plasma concentration profiles/curves, plasma 
levels after second dosage release, lag times, efficacy durations, etc. Especially in this regard, 
see Figs. 7 and 8, Example 5 (page 19) and page 16, lines 1-8, of the specification. These show 
how plasma profiles and levels change with immediate dose/delayed dose features of the 
invention, such as different lag times. (Such times are disclosed in the figures as can be seen 
from the point in the curves at which the decreasing slope in the initial rising curve slope begins 
again to increase due to the release of the second pulse, e.g., approximately four hours in Fig. 7 
and approximately 6.5 hours in Fig. 8.) The routineness of achieving the claimed subject matter 
under the guidance of the specification in no way implies obviousness as established below. 

As for "what is required" to provide immediate and delayed release doses where recited, 
this feature of the claimed invention relies on fully conventional formulation principles, to which 
the Examiner even refers on pages 6 and 7 of the office action. Note the in-depth discussion in 
the specification of the preferred use of pulsatile/enteric technology to carry out the claimed 
invention. Also note the discussion on pages 3 and 4 thereof, by reference to prior an, of other 
techniques which can achieve immediate and delayed release formulations. Thus, this aspect of 
the Examiner's enablement rejection is also untenable and should be withdrawn. 
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„ • ,„tion is clearly not obvious in view of the cited "388 patent. 
Th e ^ed tnvenuon , c^y ^ ^ ^ ^ ^ ^ ^ ^ 

'T iSa ^CwLveHsinU-^a^e. U does ,«s using os m otic 
which v,iU open u P and release wha ^ ^ ^ _ dose 

U essentially — Kl ^, what time differentials should he used 
U given regard,.* how ^ ^ ^ p(asma livds ihou ,d he for the « *— 
heiween, e t*o *» . » ^ ^ ^ pla ^ COMCntra ,ion . 

— ** " d Perhaps, any of these features, once selected, can he achieved 

"a— "-*™^^ 
be given in the prior art, as the Federal c.rcm 

Before the PTO may combine the *^J^ST1S^S?SSU 

ofordinary skill in the art. 

Conspicuously missing from this ^^^gTiS^SES an would 

l9 41 (Fed. Circ.1992). 

However, -388 gives — iy no such motivation —^^^ _ 

The deification of '388 may generally state «« — be chos£n &t „ 
accommodated hy its device, bu, it gives no hints o whtc »** ^ 

« ^ The same or different in each dose form (e.g., coi. iu, 
^ The drugs can be* same ^ ^ ^iee opens up, the contained active 

lta es 62-64, co, O, O-s 5 «^' su— g environm ent, hut they can he 

ingredients for deiayed release wtll be e*pos ^ ^ 6 _ toe 49 

contained therein in an, possible formulatton, e.g., fast releas 
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to col 7 line 16). The same is true for the immediately released dosage form (col. 3, lines 34-36, 
etc ) (Contrary to the Examiner's allegation in paragraph 1 6 of the office action, col. 3, lines 25- 
5 1 of '388 refers to release of active agent formulation, not active agent per se). The second dose 
can begin release before or after the first release is completed (col. 1 1, lines 56-62, etc.). The 
device can be designed to stay in or pass through the stomach (col. 15). And so on. As can be 
seen, the possibilities are endless; no guidance is given of which features to select for any drug, 

let alone specifically for amphetamines. 

The examples of '388 are no different- Examples 1-4 merely describe how to make 
devices and do not mention any active ingredients at all. Examples 5 and 6 (mentioned by the 
Examiner) test how long it takes Various devices to open up in intestinal fluid, no act.ve 
ingredient formulations being contained at all. Examples 7 and 8 do the same for dev lC es 
containing cardizem pellets and cimetidine granules, respectively. But no details are given ot the 
nature of how the pellets or granules release the active ingredients once the device opens up, x.e., 
slowly quickly, controlled, sustained, etc. (Even if such information were given, it would 
provide no guidance as to amphetamines.) Finally, Example 9 is the only one with a two-dose 
device but, again, it describes only how to construct the device, contains no active agent 
formulation and provides none of the mentioned missing guidance. 

Clearly, the obviousness rejections are untenable, the secondary reference merely 
providing the known fact that ADHD can be treated with amphetamines. No amphetamine 
"product" is described, as alleged. Much more than "mere optimization" is involved. The 
question is not whether ^388 or other prior art can be used to achieve the features recited in the 
claims but rather whether the claimed subject matter as a whole, including the release and profile 
features recited, is obvious, e.g., whether the prior art suggests to or motivates one of ordmary 
skill in the art to select such features. As can be seen above, this is not the case. 
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The Commissioner is hereby authorized to charge any fees associated with this response 
or credit any overpayment to Deposit Account No. 13-3402. 



Respectfully submitted, 



Anthony J^Zeiano Reg. No., 27,969 
Attorney/Agent for Applicant(s) 



MILL EN, WHITE, ZELANO 

& BRANIGAN, P C. 
Arlington Courthouse Plaza 1, Suite 1400 
2200 Clarendon Boulevard 
Arlington, Virginia 2220 1 
Telephone: (703) 243-6333 
Facsimile: (703)243-6410 

Attorney Docket No.: Pharma-142 PI 
Date: October 24, 2002 
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VERSION WITH MARKTNC.S TO SHO ^ fHANCES MADE 
itvt thf SPECIFICATION 

See page 3, fourth paragraph, please amend the specification to read as follows: 

Tablets or capsules coated with a hydrophobic wax-surfactant layer, made from an 
aqueous dispersion of carnauba wax, beeswax, polyoxyethylene sorbitan monooleate, and 
hydroxpropyl methylcellulose have been used for rapid drug release after a predetermined lag 
time, for sample*,. However, even though a two-hour lag time was achieved for the model drug 
theophylline at a higher coating level (60%), three hours were required for a complete release of 
theophylline after the lag time. (8) 

See page 4, third paragraph, please amend the specification to read as follows: 

AP D E T-AL* ADBERAL® comprises a mixture of four amphetamine salts* 
H.vt^ ph^tamin. .u.fate dextroa mphetam i ne sacchar^ amphetamine as partate monohydrate 

^ r h.t am in e sulfate, which, in combination, are is indicated for treatment of Attention 
Deficit Hyperactivity Disorder m children from 3-10 years of age. One disadvantage of current 
treatment is that a tablet form is commonly used which many young children have difficulty in 
swallowing. Another disadvantage of current treatment is that two separate dose are 
administered, one in the morning and one approximately 4-6 hours later, commonly away from 
home under other than parental supervision. This current form of treatment, therefore, requires a 
second treatment which is time-consuming, inconvenient and may be problematic for those 
children having difficulties in swallowing tabic tablet formulations. 

fN THE CLAIMS : 

Please amend the claims as follows: 

19. (Amended) A pharmaceu t i c al An.orally administrable pharmaceutical 
composition comprising: 
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(a) 



an immediate release dosage form containing ^^mof^or more ftjgtt^e 



V>V — ■ ■ . ~v Si 

.^^^^^ amphetamine base, salts effective to treat ADrfD in a human ^ 

and _ . 

(C ) a delayed release dosage form containing an amount effective to treat ADHD 

h. , fflan patient of one or more »WhW amphetamine base salts, 

wherein uOu coloaoc of the said ^p^m^ am phetamine ha se salts are released from 
the delayed release *** torimiiiiP 7-6 hours after administration, after which 

release the maximum plasma concentration of the ampbsiamiaes amphetamine base salts 
J ^ hg§A] evel ^ ■. au^i. a uml n^ lt hnti- greater than anv previous the^a**v«« level 
tt^apn^ui ^ P l^ma . .nrnnt . ^^s reached Ow ii m tto porin rt priar to rtt l^ o of 
agipbBtaa ^ after the be pinnipg of ^d immediate release, and 

„ H im position i = cnffiHenT to maintain an effective levrl of amphetamine base 

Mh . in rhe paries — <™"Se '^T 8 h oUJS wirt<n " T flmhnr ad ™ imStrati ° n ° f 
ftrr .pV.p-Tamine base salt. 

27 (Amended) The composition of claim 33 19 wherein the composition includes 
an amount of ampfeeta**** amphetamine base salts to provide an effective level thereof in said 
patient ******* without further administration over a course of eigt* twelve hours. 

35 (Amended) a composition Ttwess of claim 33 19 s*he*ttn^a 
^^.me^s in the form of a capsule, said capsule including the immediate release 
dosage form and the delayed release 4ese dosage form . 

42 (Amended) The composition of claim 19 wherein the omphotanunoc ore 
q^Ucminin- — -~ r»-™~ ^e salt, are dextroamphetamine sulfate dextroamphetamin e 
. 1rrnnr , Tr flrr ^n,ine as partate monohydrat e and am phetamine sulfate . 

43 . (Amended) The composition of claim » 75 wherein the aa^smm** 
■^v^ine ha.se salts l ul w nu U ui ami nn h n-tvi are dextroamphetamine sulfate, 



• ./• C> J. 
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■ • « rt f claim 32 wherein the as^phe****** 
d d) TUc prnr^ im position ot claim ^* ^ 

22^=========-— 

- • ~f rkim 26 35 wherein the arapketaffttftes 
45 (Amended) Th, -tn^osm- of clmrn 26 1. 

- ^aim 46 27 wherein the rftiiphotainines 
46 (Amended) Thep^-^EOs^ofclatm^^ 
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